DOCKET NO.: ISIS-5315 PATENT 
Application No.: 10/698,689 

Preliminary Amendment - First Action Not Yet Received 

Amendments to the Specification: 

Please insert the Sequence Listing being filed 
concurrently herewith into the specification. 

Please replace paragraph 133 with the following. 

For example, a duplex comprising an antisense strand 
having the sequence CGAGAGGCGGACGGGACCG [SEQ ID No. 161] and 
having a two-nucleobase overhang of deoxythymidine (dT) would 
have the following structure: 

cgagaggcggacgggaccgTT Antisense Strand [SEQ ID No. 162] 

I I I M I I I I I M I I I M I I 
TTgctctccgcctgccctggc Complement [SEQ ID No. 163] 

Please replace paragraph 134 with the following. 

In another embodiment, a duplex comprising an antisense 
strand having the same sequence CGAGAGGCGGACGGGACCG may be 
prepared with blunt ends (no single stranded overhang) as 
shown : 

cgagaggcggacgggaccg Antisense Strand [SEQ ID No. 161] 
M I I M I I I I I I I I I I I I I 

gctctccgcctgccctggc Complement [SEQ ID No. 164] 
Please replace paragraph 142 with the following. 

In accordance with the present invention, a series of 
antisense sequences were designed to target different regions 
of the human CD4 0 mRNA, using published sequences 
[Stamenkovic et al . , EMBO *J. ^ 8, 1403 (1989); GenBank 
accession number X60592, SEQ ID No. 85 ] . The sequences are 
shown in Table 1. 
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DOCKET NO.: lSlS-5315 PATENT 
Application No.: 10/698,689 

Preliminary Amendment - First Action Not Yet Received 

Please replace paragraph 192 with the following. 

Total RNA was isolated using an RNeasy Mini Kit 
(Qiagen) . Two-step RT-PCR was performed using primers 
complementary to sequences of the CD40 gene (Genbank 
accession# M83312, incorporated herein as SEQ ID NO: 92) . 
Reverse transcription was performed using a reverse primer 
(5' -TGATATAGAGAAACACCCCGAAAATGG-3' ; SEQ ID NO: 93) 
complementary to sequence in exon 7 . The resulting cDNA was 
subjected to 35 cycles of PGR using a forward primer 
consisting of a sequence span identical to that found in 
exon 5 of the gene (5' -GCCACTGAGACCACTGATACCGTCTGT-3' ; SEQ 
ID NO: 94) as well as the reverse primer used for cDNA 
generation. The resulting PGR products were separated on a 
1.6% agarose gel. PGR products were excised and the DNA 
purified. The resulting products were sequenced using 
primers used in PGR. Real-time quantitative RT-PCR was 
performed on total RNA from BCLi or primary macrophages 
using an ABI Prism® 7700. Primer and dual labeled probe 
sequences were as follows: 

Mouse IL-12 p40: 
forward 5' -GGCAGTACAGCTGCCACAAA- 3' , SEQ ID No. 95 
reverse 5' -GACCAAATTCCATTTTCCTTCTTG-3' , SEQ ID No. 96 
probe 5' -FAM-AGGCGAGACTCTGAGCCACTCAGATCTG-TAMRA-3' , 

SEQ ID No. 97 

Mouse CD18: 

Forward 5' -CTGCATGTCCGGAGGAAATT-3' SEQ ID No. 98 
Reverse 5' -AGCCATCGTCTGTGGCAAA-3' SEQ ID No. [9] 99 
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DOCKET NO.: XSIS-5315 
Application No.: 10/698,689 

Preliminary Amendment - First Action Not Yet Received 



PATENT 



Probe 5' -FAM-CTGGCGCAATGTCACGAGGCTG-TAMRA-3S SEQ ID 

No. 100 

Mouse CD40, Type 1: 
Forward 5' -CACTGATACCGTCTGTCATCCCT-3' SEQ ID No. 101 
Reverse 5' -AGTTCTTATCCTCACAGCTTGTCCA-3' SEQ ID No. 102 
Probe 5' -FAM-AGTCGGCTTCTTCTCCAATCAGTCATCACTT-TAMRA-3' 

SEQ ID No,. 103 

Mouse CD40, Type 2: 
Forward 5' -CACTGATACCGTCTGTCATCCCT-3' SEQ ID No. 104 
Reverse 5' -CCACATCCGGGACTTTAAACCTTGT-3' SEQ ID No. 105 
Probe 5' -FAM-CCAGTCGGCTTCTTCTCCAATCAGTCA-TAMRA-3'' SEQ 

ID No. 106 

Mouse CD4 0: 

Forward 5' -TGTGTTACGTGCAGTGACA7^CAG-3' SEQ ID No. 107 

Reverse 5' -GCTTCCTGGCTGGCACAA-3' SEQ ID No, 108 
Probe 5' -FAM-CCTCCACGATCGCCAGTGCTGTG-TAMRA-3' SEQ ID 

No. 109 

Mouse cyclophilin: 
Forward 5' -TCGCCGCTTGCTGCA-3' SEQ ID No. 110 
Reverse 5' -ATCGGCCGTGATGTCGA-3' SEQ ID No. Ill 
Probe 5' -FAM-CCATGGTCAACCCCACCGTGTTC-TAMRA-3' SEQ ID 

No. 112 
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